SAT0186 EFFECTS OF DENOSUMAB, A SUBCUTANEOUS RANKL INHIBITOR, ON THE PROGRESSION OF STRUCTURAL DAMAGE IN JAPANESE PATIENTS WITH RHEUMATOID ARTHRITIS TREATED WITH CSDMARDS: RESULTS FROM THE 12-MONTH DOUBLE BLIND PHASE 3, DESIRABLE STUDY
Background: Denosumab is a fully human monoclonal antibody (IgG 2 subclass) that inhibits bone resorption by inhibiting RANKL, a key mediator of osteoclast formation, function, and survival. Objectives: To evaluate the effect of denosumab 60 mg every 6 months (Q6M) or every 3 months (Q3M) on the progression of joint damage in Japanese patients with RA on csDMARD background treatment. Methods: DESIRABLE is a 12-month randomized, double-blind, placebocontrolled, parallel-group study in patients with RA receiving csDMARD treatment. Subjects fulfilling the 1987 ACR criteria or 2010 ACR-EULAR criteria were randomized (1:1:1) to denosumab 60 mg Q6M, denosumab 60 mg Q3M, or placebo. The primary endpoint is the change from baseline to 12 months in the van der Heijde modified total Sharp score (mTSS). Radiographs of hands and feet at baseline, 6 months and 12 months were scored with blinded time order by 2 readers independently. Average score of the 2 readers is used for the analysis. Comparisons of each denosumab group with placebo for the change from baseline were performed using van Elteren stratified rank test adjusting for baseline glucocorticoid use. Missing scores were imputed using linear extrapolation/interpolation. Results: Among 679 patients randomized, 667 (placebo, n=223; Q6M, n=222; Q3M, n=222) received at least one dose of study drug, and 60 (placebo n=15; Q6M, n=23; Q3M, n=22) were discontinued during the study. Demographic and baseline characteristics were similar across the groups (Table 1) . Mean change from baseline in mTSS and erosion score (ES) at 12 months was significantly lower with both denosumab 60 mg Q6M and Q3M compared with placebo, with no obvious evidence of an effect on joint space narrowing (JSN) score for denosumab. (Table 2) . Consistently, the percent of nonprogressors (ie, mTSS change ≤0.5) at 12 months was significantly greater with denosumab 60 mg Q6M (75.6%, p=0.010) and Q3M (78.1%, p=0.001) compared with placebo (64.2%). Incidence of adverse events (AEs), serious AEs, and AEs leading to discontinuation of study drug were similar across treatment groups. No events of osteonecrosis of the jaw or atypical femoral fracture were observed.
Conclusions:
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